Background: When developing risk models for binary data with small or sparse data sets, the standard maximum likelihood estimation (MLE) based logistic regression faces several problems including biased or infinite estimate of the regression coefficient and frequent convergence failure of the likelihood due to separation. The problem of separation occurs commonly even if sample size is large but there is sufficient number of strong predictors. In the presence of separation, even if one develops the model, it produces overfitted model with poor predictive performance. Firth-and log F-type penalized regression methods are popular alternative to MLE, particularly for solving separation-problem. Despite the attractive advantages, their use in risk prediction is very limited. This paper evaluated these methods in risk prediction in comparison with MLE and other commonly used penalized methods such as ridge. Methods: The predictive performance of the methods was evaluated through assessing calibration, discrimination and overall predictive performance using an extensive simulation study. Further an illustration of the methods were provided using a real data example with low prevalence of outcome. Results: The MLE showed poor performance in risk prediction in small or sparse data sets. All penalized methods offered some improvements in calibration, discrimination and overall predictive performance. Although the Firth-and log F-type methods showed almost equal amount of improvement, Firth-type penalization produces some bias in the average predicted probability, and the amount of bias is even larger than that produced by MLE. Of the log F(1, 1) and log F(2, 2) penalization, log F(2, 2) provides slight bias in the estimate of regression coefficient of binary predictor and log F(1, 1) performed better in all aspects. Similarly, ridge performed well in discrimination and overall predictive performance but it often produces underfitted model and has high rate of convergence failure (even the rate is higher than that for MLE), probably due to the separation problem. Conclusions: The log F-type penalized method, particularly log F(1, 1) could be used in practice when developing risk model for small or sparse data sets.
Background
In many areas of clinical research, risk models for binary data are usually developed in the maximum-likelihood (ML) based logistic regression framework to predict the risk of a patient's future health status such as death or illness [1, 2] . For example, in cardiology, models may be developed to predict the risk of having cardiovascular disease. Predictions based on these models are useful *Correspondence: shafiq@isrt.ac.bd Institute of Statistical Research and Training, University of Dhaka, Dhaka, Bangladesh to both doctor and patient in making joint decision on future course of treatment. However, before using these models in risk prediction it is essential to assess their predictive performance using data other than that used to develop the models, which is termed as 'validation' [3, 4] . A good risk model is expected to demonstrate good calibration (accuracy of prediction) and discrimination (the ability of model to distinguish between low-and-high risk patients) in new dataset. A risk model that perform well in development data (that used to fit the model called 'training' set) may not perform similar to the validation data (that used to validate the model called 'test' set). One of the main reasons for not performing well in test data is model overfitting which causes too high prediction for high risk patients and too low for low risk patients. The overfitting occurs frequently when the number of events in training data is lower than the number of risk factors. After employing expert knowledge even if one fits the model with reduced the number of predictors, the ratio of the number of event to the number of predictors (EPV) often very low. However, as a rule of thumb, it has been suggested in literature that the risk model performs well when EPV is at least 10 [5] . Although the choice of this cut-off has some criticisms [6] for not being based on scientific reasoning except empirical evidence, it is found useful for quantifying the amount of information in the data relative to model complexity [7, 8] . However, the requirement of minimum EPV is often difficult to achieve when the risk models develop for low-dimensional data with rare outcome or small-and moderate-size, and for high-dimensional data where the number of predictors is usually higher than the number of sample observations.
To overcome the problem related to overfitting, some studies [9, 10] explored the use of penalized regression methods in risk prediction. Of them Ambler et al. [9] explored the use of two popular penalized regression methods, such as ridge [11] and lasso [12] , in risk prediction for low-dimensional survival data with rare events and found that both methods improve calibration and discrimination compared with the ML based standard Cox models. Pavlou et al. [10] reviewed and evaluated ridge and lasso and their some extensions, such as elastic net, adaptive lasso etc [13] [14] [15] , in risk prediction for low dimensional binary data with rare events and found that these methods can offers improvement, particularly for model overfitting, over the standard logistic regression model. Although these studies showed some improvement in risk prediction for rare-event data by using the penalized methods, there is no specific guidelines how risk prediction can be managed in the presence of separation, which frequently occur for such rare-event or sparse data. More specifically, the problem of separation, first reported by Albert and Anderson [16] , is the case where one or more predictors have strong effects on response and hence (nearly ) perfectly predict the outcome of interest. Table 1 presents an example of both complete (perfect prediction) and quazi-complete separation (nearly perfect prediction) caused by a dichotomous predictor X against binary outcome Y.
Separation may occur even if the data is large but there is sufficient number of strong predictors. The likelihood of separation is higher for categorical predictors with rare category compared to the continuous predictor [17] . When developing model in the presence of separation, ML Number in each cell indicates number of observations based logistic regression faces several problems [16, 18] . These includes lack of convergence of maximum likelihood and even if it converges it produces biased (sometimes infinite) estimate of the regression coefficient [17] . An alternative to the ML approach in this situation is Firth's penalized method [19] . This approach removes the first order term (O(n −1 )) in the asymptotic bias expansion of the MLEs of the regression parameters by modifying the score equation with a penalty terms known as Jeffreys invariant prior. Heinze and Schemper [17] provided an application of Firth's method to the solution of the problem of separation in the logistic regression. Further the applications of Firth's method have been provided to proportional and conditional logistic regressions for situations with small-sample bias reduction and solution to problem of separation [20, 21] . However, one of the criticisms of Firth-type penalty in recent studies [22, 23] is that it depends on observed covariate data which can lead to artifacts such as estimates lying outside the range of prior median and the MLE (which is known as Bayesian non-collapsibility). An alternative to this, Greenland and Mansournia [22, 23] suggested log F(1, 1) and log F(2, 2) priors as default prior for logistic regression. As argued by the authors, the proposed log F priors are transparent, computationally simple, and reasonable for logistic regression. However, despite the attractive advantages of these penalized methods including Firth's method for sparse or small data sets, limited studies have been conducted to explore their use in risk prediction. This paper evaluates the predictive performance of these penalized methods for sparse data and compares the results with the ML based method and the other commonly used penalized method such as ridge. Although lasso is a commonly used method, it is popular for variable selection. Risk prediction and variable selection are different issues, and in this paper we have focused on prediction and hence excluded lasso. This paper is organized as follows. The next section briefly describes all penalized methods under study. Then the following sections describe the simulation study, an illustration of the methodologies using stress ecocardiography data, and finally discussion and conclusions.
Methods

Maximum likelihood based logistic regression model
, be a binary outcome (0/1) for the ith subject which follows Bernoulli distribution with the probability π i = Pr(Y i = 1). The logistic regression model can be defined as
where β T is a vector of regression coefficients of length (k+1), and x i is the ith row vector of the predictor matrix x which has order n×(k +1). The term η i = β T x i is called as risk score or 'prognostic index' .
In standard MLE, the model is fitted by maximizing the log likelihood denoted by l(β).
Penalized methods for logistic regression model
Whereas in penalized methods, l(β) is maximized subject to constraints on the values of regression coefficients. The constraints are fixed in such a way so that the regression coefficient shrinks towards zero in comparison with MLE, which may help to alleviate overfitting. More specifically, the penalized regression coefficient is obtained by maximizing the penalized log likelihood denoted by ł(β)− pen(β), where pen(β) is the 'penalty term' . The penalty term is the functional form of constraints. The penalized methods differ from each others in the choice of penalty term. The following subsection briefly discusses some popular penalized methods.
Firth's penalized method
In order to remove first order bias in MLEs of the regression coefficient, Firth [19] suggested to use penalty term
, where I(β) −1 is the inverse of information matrix evaluated at β. The corresponding penalized log-likelihood function for the above modified score function is l(β) + 1/2 log |I(β)|. The penalty term used above is known as Jeffreys invariant prior and its influence is asymptotically negligible. The Firth type penalized MLE of β is thusβ = argmax l(β) + 1/2 log |I(β)| . This approach is known as bias preventive rather than corrective. However, Greenland and Mansournia [23] identified some problems in Jeffreys prior (equivalent to Firth's penalty term). These includes i)Jeffrey's prior is datadependent and includes correlation between covariates ii) the marginal prior for a given β can change in opaque ways as model covariates are added or deleted, which may provide surprising results in sparse dataset, and iii) it is not clear how the penalty translate into prior probabilities for odds ratios.
Penalized method based on log F prior
To overcome these problems, Greenland and Mansournia [23] proposed a class of penalty functions pen(β) = ln(|I(β)| −m ) indexed by m ≥ 0, which produce MLE for m = 0. Then the penalized log-likelihood is equal to l(β) + mβ/2 − m ln(1 + e β ). They showed that the antilog of the penalty term mβ/2 − m ln(1 + e β ) is proportional to a log F(m, m) density for β, which is the conjugate family for binomial logistic regression [24, 25] . It is noted that the prior degrees of freedom m in log F prior is exactly the number of observations added by the prior. Then the corresponding penalized ML estimate can be obtained aŝ β = argmax l(β) + mβ/2 − m ln(1 + e β ) . This shows thatβ has first order (O(n −1 )) bias of zero for m = 1, away from zero for m < 1, and shrinks toward zero for m > 1. This showed that F(0, 0) is equivalent to MLE, and F(1, 1) includes Jefrreys prior in one parameter model, for example, matched pair case-control. Greenland and Mansournia strongly argued against imposing a prior on the intercept to make sure that the mean predicted probability of binary condition is equal to the proportion of events. In this study, we focused on F(1, 1) and F(2, 2) prior for computational simplicity.
Ridge penalized method
Le Cessie and van Houwelingen [11] uses the penalty term as λ 2 k j=1 β 2 j , where λ 2 is a tuning parameter that modulates the trade-off between the likelihood term and the penalty term and is usually selected as data-driven procedure such as cross validation. The ridge log-likelihood is thus defined as
Ridge was initially developed to solve the problems due to multicolinearity. However, it shrinks the regression coefficient towards nearly zero and hence can be performed well to alleviate overfitting in risk prediction in the scenario with correlated predictors.
Evaluating predictive performance
Three common approaches to evaluate the predictive performance of a risk model [26] . These are i) calibration (the agreement between the observed and predicted risk in a group of subjects) ii) discrimination (the ability of model to distinguish between low-and high-risk patients) iii) overall prediction accuracy.
Calibration:
We assessed calibration by calculating calibration slope, which can be obtained by re-fitting a binary logistic regression model with linear predictor or prognostic index (PI) derived from the original model as the only predictor. The estimated slopeβ PI is the calibration slope. Ifβ PI = 1, it suggests perfect calibration;β PI < 1 suggests overfitting, andβ PI > 1 suggest underfitting.
Discrimination:
We assessed discriminating ability of the model by quantifying the area under receiver operating characteristic curve (AUC), graph of sensitivity (true-positive rate) versus one minus specificity (truenegative rate) evaluated at consecutive threshold values of the predicted risk score or probability derived from the model. Alternatively AUC can be obtained by quantifying the probability that, for a randomly selected pair of subjects, the subject who experienced the event of interest had higher predicted risk derived from the model than those without experiencing the event. A value AUC = 0.5 indicates no discrimination and 1 suggest perfect discrimination.
Overall predictive performance:
The overall prediction accuracy is quantified using Brier score, which is the mean of the squared difference between the observed and predicted risk for each patient derived from the model. The lower the BS, the better the prediction of a model and BS=0 indicates perfect prediction. For ease of interpretation we reported root BS(rBS). In addition to the rBS, we also reported average predictive probability (APP) of the model to see how the predicted value differ from the corresponding observed value.
Software
All the analyses and simulations were conducted in Stata version 12. Several Stata packages and functions were used to fit the models in different methods under study. These includes 'logit' , 'firthlogit' , 'penlogit' , and 'plogit' along with 'plsearch' for MLE, FIRTH, log F and RIDGE, respectively. The calculation of calibration slope and Brier score were performed using self written Stata code and AUC using the package 'roctab' .
Results
Example data: stress echocardiography data
The dataset used for simulation and illustration is in public domain and originally extracted from the study conducted by Krivokapich et al. [27] where the aim was to quantify the prognostic value of dobutamine stress echocardiography (DSE) in predicting cardiac events in 558 patients (male 220 and female 338) with known or suspected coronary artery disease. The responses of interest whether or not a patient suffered from either of 'death due to cardiac arrest' , or ' myocardial infarction (MI)' , or ' revascularization by percutaneous transluminal coronary angioplasty (PTCA)' or 'coronary artery bypass grafting surgery (CABG)' over the next year after having the test. There were 24 patients with cardiac death, 28 with MI, 27 with PTCA, 33 with CABG and 89 with any cardiac event (Cevent), which implies that the each of the events was rare. The main predictor of interest are age, history of hypertension (HT: yes/no) and diabetics mellitus (DM: yes/no), history of prior MI (yes/no) and PTCA (yes/no), status of DSE test (positive DSE:positive/negative), wall motion anamoly on echocardiogram (rest WMA:yes/no), ejection fraction on dobutamine(Dobutamine EF), and base ejection fraction (base EF).
Simulation study
The performance of the penalized methods in risk prediction over standard ML based logistic regression were investigated using a simulation study. We conducted simulation i) firstly to assess and compare the properties of the regression coefficients of the different methods (MLE, FIRTH, log F(1, 1), log F(2, 2), RIDGE) under study and ii) secondly to assess and compare the predictive performance between the methods.
Assessing the properties of the regression coefficients
To assess the properties of the regression coefficients such as bias and mean squared error (MSE), we generated two independent predictors of which one is continuous (X 1 ) generated from standard normal and the other is dichotomous (X 2 ) generated from Bernoulli distribution with 50% events. We then generated binary response from Bernoulli distribution with probability
where β 1 = 0.30 and β 2 = 0.9. With this combination, the binary covariate created separation for some of the simulated datasets particularly with low prevalence. The value of β 0 vary to generate data with varying level of prevalence. The scenarios were created by varying the prevalence, on an average, (p) as 5.5, 11.5 20.4 and 39.6% for a fixed sample size n = 120. For each scenario, 1000 datasets were generated and all regression approaches under study were fitted to each dataset. When fitting RIDGE the respective tuning parameters were selected through 10-fold cross validation. The estimates of the regression coefficients of the respective models were obtained as the mean over the number of simulations where convergence achieved. Noted that only MLE and RIDGE were failed to converge (due to low prevalence or separation or both) in some datasets, and the maximum failure rate for MLE and RIDGE were 13 and 51% , respectively for the lowest prevalence scenario. The failure rate decreases as the prevalence increases. Finally the relative bias (%) and mean squared error (MSE) of the estimates were reported and compared if the performance vary across the scenarios.
The results in Table 2 showed that the RIDGE estimator, in general, provides the highest amount of relative bias (%), which is followed by the MLE and log F(2, 2) whereas FIRTH and log F(2, 2) provides negligible bias. For the coefficient of the dichotomous predictor (β 2 ) log F(2, 2) provides more bias compared to those for continuous predictor (β 1 ). The amount of bias, in general, is the highest Table 2 Performance of the estimated regression coefficients of models fitted using different methods under study Relative bias and MSE were calculated over number of simulations for which the convergence is achieved. The maximum failure rate of convergence, out of 1000 simulations, for MLE was 13% for lowest prevalence, and for RIDGE it is 51%. Max MCE=0.0251
for the low prevalence data and the lowest for the high prevalence data. However, the RIDGE, in general, produces the lowest MSE, and the highest MSE is produced by the MLE for β 1 and by FIRTH for β 2 . The amount of MSE, in general, decreases with the increasing prevalence.
Assessing the predictive performance
To assess the predictive performance of the methods, we conducted two simulation series following the simulation design in Pavlou et al. [10] used for similar type of study. The first simulation series is based on the real stress echocardiography data where only responses were generated and in the second simulation series we generated both covariates and responses.
Stress echocardiography simulation
In the first simulation series based on real data, we simulated data and evaluated the predictive performance of the models for different EPV scenarios using the following steps: Fit the risk models ( using MLE and all types of penalized regression methods under study) to each of the training data sets and check whether convergence was achieved. Then evaluate their predictive performance (if convergence achieved) by means of calibration slope, AUC, root Brier score, and average predictive probability (APP) using the corresponding test dataset. Summarize the predictive performance over the number of simulations for which convergence is achieved.
The predictive performance of all regression methods was investigated against EPV=2, 3, 5, 10 to see if the performance vary across the scenarios. When the predictive performance against EPV was assessed by means of calibration slope, the MLE showed poor performance by producing overfitted model (calibration slope substantially lower than 1) for EPV=2, 3, 5 ( Fig. 1) . All penalized methods offered improvement to some extents except the RIDGE which produced underfitted model ( the average value of the calibration slope greater than 1 with high SD). In addition, the RIDGE failed to converge for the maximum 8.4% of the simulations particularly when EPV=2. Almost equal improvement was offered by the Firth-type and both the log F(1, 1) and log F(2, 2) penalized methods. In general all methods including MLE showed almost equal performance in terms of calibration for high EPV (EPV=10). When the predictive performance (discriminatory ability) was assessed through AUC, all penalized methods showed better performance with greater AUC than MLE for the low EPV scenarios (Fig. 2) . Of them the RIDGE provided highest AUC value. However, the amount of improvement in the discrimination, in general, was comparatively lower than that for calibration. All methods perform almost equally for high EPV (EPV=10). Similarly the penalized methods offered improvement in the overall predictive performance for individual prediction assessed through rBS to some extents for low EPV (Fig. 3) . Of them, the RIDGE offered greater improvement. However, for low EPV while both the log F(1, 1) and log F(2, 2) penalized methods provided accurate estimate of the true average predicted probability (APP) 15.2%, the FIRTH-type penalized method overestimate the true value. The amount of bias in FIRTH-type estimate is even larger than that produced by MLE and RIDGE (Fig. 4) .
Further simulation
In the second simulation series with the same EPV scenarios, we simulated both covariates and response under two predictive models, one with weak predictive ability and the other with strong predictive ability, using the following steps:
(i) For creating training data, choose the EPV and prevalence (prev) and calculate sample size (n) for Fig. 1 Performance of the methods was assessed using calibration slope and compared. Results were summarized over the number of simulations for which convergence is achieved. The maximum failure rate of convergence for RIDGE, out of 1000 simulations, is 8.4% when EPV=2. The values outside the whisker were not plotted to make the plot readable. The horizontal dash line is the median calibration slope for MLE and the solide line is the optimal value the given EPV value and the number of predictors using the same formula previously used. (ii) For each observation in training data, first simulate three continuous predictors (X 1 , X 2 , X 3 ) independently from standard normal distribution and two binary predictors (X 4 , X 5 ) independently from Bernoulli distribution one with low (20%) and the other with high (60%) prevalence. (iii) Simulate the corresponding responses from Bernoulli distribution with probability calculated from the true model: Fig. 2 Performance of the methods was assessed using area under ROC (AUC) and compared. Results were summarized over the number of simulations for which convergence is achieved. The maximum failure rate of convergence for RIDGE, out of 1000 simulations, is 8.4% when EPV=2.
The horizontal solide line is the median AUC for MLE Fig. 3 Performance of the methods was assessed using root Brier score (rBS) and compared. Results were summarized over the number of simulations for which convergence is achieved. The maximum failure rate of convergence for RIDGE, out of 1000 simulations, is 8.4% when EPV=2.
The horizontal solide line is the median rBS for MLE
For the model with weak predictive ability, the values of the regression coefficient were set as β 0 = −1. In each case, the value of the β 0 confirms the desired prevalence of the response. With this combination, Fig. 4 Performance of the methods was assessed using Average Predicted Probability (APP) and compared. Results were summarized over the number of simulations for which convergence is achieved. The maximum failure rate of convergence for RIDGE, out of 1000 simulations, is 8.4% when EPV=2. The results revealed that, for both predictive models (weak and strong predictive abilities), all the penalized methods offered improvement in calibration over MLE for low EPV, except for the RIDGE which in turn provided underfitted model (calibration slope grater than 1 with high SD) ( Table 3 ). The amount of improvement by the other penalized methods was almost equal. However, all the penalized methods except the RIDGE offered negligible improvement in the discrimination for low EPV. Similarly all the penalized methods showed improvement to some extents in the overall predictive performance by lowering the rBS value compared to that for MLE. For both predictive model, the average predicted probability (APP) estimated by the both the log F(1, 1) and log F (2, 2) were almost equal to the average observed probability, however the Firth-type penalized method introduced positive bias in the estimate of the average probability. The amount of bias was even larger than that for MLE and RIDGE. In case of both models, the maximum failure of convergence (due to separation or low EPV or both) was reported for RIDGE.
Illustration using stress echocardiography data
The aim is to derive risk models using different penalized methods discussed earlier and the standard MLE to predict the risk of having a cardiac event and then to evaluate and compare their predictive performance. We fitted separate models for predicting the risk of each of the four cardiac events and a model for the risk of any of the events using each regression approaches; that is, a total of five models for each of the binary events were fitted using six different regression methods under study and altogether 25 models for all five binary responses.
The models were fitted using training data (contains 60% of total data randomly selected) and their predictive performance were evaluated using test data (contains rest of 40%). The associated predictors for each cardiac event were selected based on the information from literature and results of likelihood ratio test (LRT). Different combinations of predictors were tested using LRT to come up with a final model for each cardiac event. Then the same model was then fitted in training data using six different methods. Note that quasi-complete separation due to binary predictors in training data was identified for the responses 'PTCA' and ' cardiac death' , and hence, in case of convergence failure for RIDGE or MLE, the estimates reported are based on the last iteration. The estimated coefficients of the respective model are then summarized in Table 4 . For all types of response, the estimated regression coefficients for MLE is larger than all penalized methods. Because all the methods shrink the coefficient towards zero. The amount of shrinking was higher for the RIDGE in the most of the cases. However, the main purpose here is to evaluate the predictive performance of the methods rather than comparing their estimated regression coefficients. The predictive performance of all models were then evaluated using test data, and the results were summarized in Table 5 . It is observed from results in Table 5 that all models faced the problem of overfitting (calibration slope << 1) particularly for those response for which the EPV is low (EPV<10). The amount of overfitting is lower for all penalized methods compared to MLE. In terms of discrimination all methods including MLE provided comparable results. For all types of response, the greater improvement was observed in the calibration (calibration slope) compared to those in both discrimination (AUC) and overall performance (BS). Firth methods produced higher value of the average predicted probability (APP) for all type of responses.
The probable reason for producing overfitted models (very low value of the calibration slope) even for the penalized methods is that the size of the test data and particularly the number of events for all types of response were very small compared to the number of events (approximately 100) required for correct estimation of the predictive accuracy measures [28] . Therefore, further the predictive performance of all models were evaluated in test data consisting of larger sample size and number of events compared to the previous test data. This was created by expanding 5 times the original (previous) test data so that the required number of events is achieved. In this procedure each subject replaced his/her information for the other 4 subjects. The results showed that calibration slope was comparatively more closer to 1 (suggesting improvement in calibration) for the penalized methods for all types of responses, particularly for which EPV was Table 3 Performance measures for the model s with both weak and strong predictive ability. Results were summarized over the number of simulations for which convergence is achieved. The maximum failure rate of convergence for RIDGE with weak predictive ability, out of 1000 simulations, is 40% for the lowest EPV 
Discussion
Penalized regression methods (such as RIDGE and LASSO) has increasingly being used for developing models for high dimensional data where the number of predictors is higher than the number of subjects. Furthermore several studies [29, 30] have also been conducted to make relative comparison between the methods for high dimensional case and found that RIDGE performed well when data have highly correlated predictors and LASSO performed well when variable selection is required. Although few studies [9, 10] evaluated RIDGE, LASSO and others in risk prediction for low-dimensional survival and binary data with few events, however, they often ignored Firth-and log F-type (such as log F(1, 1) and log F(2, 2)) penalized methods, despite their attractive advantages in reducing finite sample bias in the estimated regression coefficient and solving problem of separation that commonly occurs in low-dimensional small or sparse datasets. This paper explored the use of these methods in risk prediction for small and sparse data and compared their predictive performance with MLE and the other penalized method (RIDGE). In particular we focused on comparing the predictive performance of the methods through assessing calibration, discrimination and overall predictive performance when EPV is less than 10 in low-dimensional setting. The results from simulation studies and illustration with real data revealed that while the MLE produced overfitted model with poor predictive performance (in terms of calibration), all penalized methods offered some improvements except for the RIDGE which in turn produced underfitted models (calibration slope greater than 1 with large variability). All other penalized methods (Firthtype and both log F(1, 1) and log F(2, 2)) offered similar amount of improvement in calibration. However, the improvement in the discrimination in general was lower than that in calibration. The reason can be explained similarly with Pavlou et al. [10] as that the penalized methods tend to shrink the predicted probability towards the average compared with the MLE and hence the ordering of the predicted probabilities with and without experiencing the event in most patient pairs tends to remain unchanged after shringkage, which resulted in small improvement in AUC values of the penalized methods over MLE. All the penalized methods offered some improvement in the overall predictive performance (lower BS compared to those with MLE). Although all penalized methods correctly estimate the average predicted probability, Firthtype penalization introduced bias. The findings are similar to what obtained in other studies [10] that explored the use of some penalized methods such as ridge, lasso etc in risk predictions for low-dimensional data.
Conclusions
Based on the findings of the study it can be recommended to use log F-type penalized method instead of MLE in risk prediction for low dimensional data small or sparse data. Because firstly this approach showed minimum bias in the estimate of regression coefficient and greater improvement in predictive performance than MLE, particularly in calibration by removing the amount of overfitting to some extents. Secondly, this approach has some additional advantage particularly for solving the problems due to separation. Of the two types of log F penalization, log F(1, 1) is preferable to log F(2, 2) because log F(2, 2) though provides similar predictive performance but produces some bias in the regression coefficient particularly for the dichotomous covariates. Although the Firth-type penalized method have great advantage for solving the problems related to separation and showed comparable results with the log F-type penalized methods with respect to calibration, discrimination and overall predictive performance, it produced bias in the estimate of the average predicted probability. The reason is that Firth's approach imposes prior on the intercept (which control the average predicted probability) and as a result it shrink the average predicted probability towards 0.5 and hence produced upward bias in the average predicted probability. However, the log F make the intercept free from the penalization and hence correctly estimates the average predicted probability. Similarly although RIDGE showed greater improvement in the discrimination and the overall predictive performance, it often provides under-fitted model. The striking disadvantages of RIDGE is that it has frequent convergence failure for data with low EPV or if there is separation. The rate was high (even higher than MLE) if data have combination of both low EPV and separation. This finding is similar to those [31] which reported low EPV or separation or combination of both as one of the reasons for the convergence-failure in RIDGE, although other studies [32] reported it as wrong choice (small value) of tuning parameter.
In the presence of separation, developing a risk model using any other penalized methods, except for the Firthtype and log F-type methods, under study is challenging. Because RIDGE and LASSO-type penalized methods were originally developed particularly either for shrinking the regression coefficient or variable selection in high dimensional data rather than solving separation problem. However, the main limitation of log F type penalized approach is that it cannot be used directly for variable selection. If small-to moderate-level of variable selection is required in low-dimensional data with sufficient number of predictors, log F method can also be used in risk prediction after selecting important predictors using results from exploratory analysis of the data and likelihood ratio test conducted in different combinations of nested models.
This study did not focus on the use of Firth-type and log F-type penalized method in risk prediction for lowdimensional survival data with few events where standard Cox regression is reported to be unreliable [33] . Further research may be possible to evaluate the predictive performance of these methods in comparison with the standard Cox model and the other penalized methods. • We accept pre-submission inquiries
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